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ENGLISH TRANSLATION OF REFERENCE 1 



t ^ REAGENT FOR ASSAY OF ANTIBODY AGAINST REDUCED ANTIGEN AND 

METHOD FOR DETERMINATION USING THEM 

Field of invention 

The present invention relates to assay for identifying the presence of an 
antibody having immunological reactivity to a hepatitis C virus (HCV) antigen in 
sample, in particular to converting cysteine residue existing in said antigen into 
a reduced form or reduced derivative or retaining it to detect the antibody 
having a specific reactivity to said reduced antigen or a derivative thereof. N33 
domain of HCV genome, in particular, 33C antigen in which a cysteine residue 
is converted into a reduced form or a reduced derivative or retained being its 
reduced form is useful as a reagent for detection of antibody in a body fluid of 
individual infected by a hepatitis C virus (HCV). In particular, the present 
invention relates to a reagent for determining to high sensitively and correctly 
determine an antibody against a hepatitis C virus (HCV). 



Background of the invention 

It has been found that acute viral hepatitis is caused by a virus such as 
hepatitis A (HAV) vims and hepatitis B virus (HBV). However acute viral 
hepatitis which an antibody against those HAV or HBV, cytomegalovirus, 
Epstein-Barr virus are undetectable has been clinically found, and it was 
proposed to call it non-A non-B hepatitis (NANBH). It has been successful to 
develop excellent tests for HBV, therefore nowadays the great majority of post- 
transfusion hepatitis have been non-A non-B hepatitis l from that point of view 
it has been desired to develop an effective test of non-A non-B hepatitis. 

In such a situation, non-A non-B hepatitis factor cloned from chronic 
non-A non-B hepatitis infected chimpanzee by gene recombinant technology 
was called hepatitis C virus (HCV) (EP-A-0318216), EP-A-0388232). 

As method for diagnosing the infection with hepatitis C virus (HCV), 
HCV antibody measurement system using C100-3 antigen was developed by 
Chiron Corporation, USA in 1988. It has been reported that said antigen called 
CI 00-3 contains 154 amino acid residues derived from human superoxide 
dismutase (SOD), S amino acid residues derived by expression of a synthesis 
DNA adapter containing EcoRI restriction enzyme site, 363 amino acid residues 
derived by expression of cDNA fragment from cloned HCV genome, and 5 amino 
acid residues being in 5 carboxy-terminal derived from MS2-cloning vector DNA 
in its amino-terminaL 

In 1991, HCV antibody measurement system was developed, having the 
superior sensitivity and detection rate using core domain and C33 antigen 
coded by NS3 domain unduplicating C100-3 antigen being structural domain 
on HCV genome. Furthermore, the use of an antigen coded in NS4 domain has 
been tried. In order to determine those HCV antibody, methods such as 
aggregation method using erythrocyte or latex particle as an antigen supporting 
carrier, and immunometric method using beads, tube or plate as an antigen 
immobili£ing carrier have been used. 
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(54) Title: HEPATITIS C VIRUS PROTEASE 



(57) Abstract 



The protease necessary for polyprotein processing in Hepatitis C virus is identified, cloned, and expressed Proteases, trun- 
cated protease, and altered proteases are disclosed which are useful for cleavage of specific polypeptides, and for assay and de- 
sign of antiviral agents specific for HCV. 



